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Abstract 


A pharmaceutical composition wherein a biologically active conjugated protein which is beta -interferon, 
interleukin-2, or an immunotoxin is dissolved in an aqueous carrier medium without the presence of a 
solubilizing agent. The unconjugated protein, which is not water-soluble at pH 6-8 without such solubilizing 
agent, is selectively conjugated to a water-soluble polymer selected from polyethylene glycol homopolymers 
or polyoxyethylated polyols. 
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&-"t:£S!U W*. U* 1 . 5 - *Jy jv* a - 2 , 4 - i* ~ h n -c 

#»;v-o^^s % &tfteffi*K*ft£©gasc«# 
lt, sea© i nxittt&iBOT a ytt»&**i,Tft* 

t£7 3/gU 0IIAtflffi«>b<tt2®0'y**MyXttN- 
3fc«37 UBllTifcfiCiA<T&4*s £ L < ltRj&ft7 

^ yT*-»x*osisi * -7 s y &***LTiSte 
{tsnfc* y ^-©Kffitttteaitt* *u x&ffl'? 5 yBE 

seeo i ut* mi** e ga©© i <bx 

1*2^07 ueias, (** u < iiG*&festi©fc«>y i* 



r*Ci«<. ft£©#y^-^©8£c<fc*jgB5J*fcE8& 
*4C±CJ;!?*»3SL<tttt)5~8^ L < tift 

6 - 8 % *UTSt>»£L<tt6. 5-7. 8©pHKfc^T;fcte 

* + y *-S8E#-pK?riBflssn*. gea*<*©y •>• yg& 

&K&£U<(i8~9?&4. cn6©gaH©C©IStt{gE 

tit)©j&Sitt. ffi«©^»ttBSfa&tf y ©* y v-(^t5 

(PEG) ©**#y -r-Xtt* y * + «>x^;uft# y 

fflttT*Ki*&ftittft, * y >i^^/<t* y 
^©MCtt, {SAwr* #y **->i9-^it^y -fe a-^, # 
y **.j/i9-^vfl/t )---fu* * y + 

# y * 4- ->x ^^/{t^ y-feo-.n/ffi^y^D - /b#tett, 

KiUT^fiiU:fii«^*©iigti^ttTf**. MoTs c© 

La^U. 9?^tfiefflSn*W3£©gaSK:tt»^T. ^« 
•?£tA«#> 300-100.000 , $9C^HU 350-40.000© 



L^L*nti-ftac*J^T7^*/i'SK:<k*)Slft$^T^T 
4>J;^. »*L<tt^ £©7/t/4;ugttC, 7/W4^ 

*'J v-ttPEC03^2i*^#»;7-, PBG©*V>* 

A/Stft*** 1 ; xii^y^ + ^xf-^/t^y-tfa-^ 

-C*?U «J 350-40,000©*^il*WT*. 

cxttffitijtiKy v-) ieiti. ssttsttgas 

Si?J:©^iQ^4^lc:«t4«StKS!>T*©*.0St*^:* 

at *ci^T^0g«^^, gaif©m&K:ffcfr Lxsas 

O-ffiCWO. 1 -1000*^. »S t < tt 2 - 200* A, 

I L-20*/u3*)5 0%^JclTT**)s -tLTatJfiO 
< tt. S»WKi3ra*n*'t&£0^HCft^UT I L - 2 © 
*/i'£»)tfl2-2 0*;t'T*>6. r«*3*6% Q»fltt, Sig 

Sttttt^L. E**£^teT**tfgaK©¥»XH*&S«: 

Ti^&iTA*, frfSUtt, ga^©^«3Sti©k«| 5 0 H 



##«6&fi&Efctt* y v-ttfUTKjeftca- 

fe^KfSBtttf a©fcfcC-ftCi£JB$H4{£a©i3S« 

#*L< tt*M5 ~ 9C*nr* It ^ -ftc, 

C©3Tt£fcU fcteffc V "7- <4>fc<±fcHB©jfc3a 

iS&ft**!*:* U 7-£Efc-*t»4C.£fc:«fc>)K£Cjar 

#<J ^-*&fl&*Li&4fc»C{gffir4££*T§ 4&«tt 
(&fiflJSfl©8IC tti/7 X >\>f&9 D 'J f (2.4,6 — hy^o 
a - S - > fj T^y) &tf ->7 */U&7*>* y K#***l4. 

± *<k^*8g iSi5-fr L&4 c t K«fc iSfiSt 

f^H^^^ii, *LT»«L<ttN-tKD* 
PECttigLfciSE, ftfSKBtfc 100— 110<CCT4I$ 



^0362-503171(7) 
BB* L»4 c £ 

-J7ai£ 4 $ ro»«TTN-'t K d t j/ t ^ ■> 

JM * KtKfc^Li^ctKcfc^fcfcflssnfctfy v- x 

C<h3&<7§4. CPfffett^ Jbqcbowskl^, Cancer Blochen . 
^°Pfty.^. JL. 175- 186(1984) C 8¥& CM® $ *IT ^ 4 . f& 

&£Kl£-&UJ&^ &C^i'^o'v*.>A/*;u#£;w 4 K ©# 

SA> £E£*La4££K*$fcfcte$nfc,M 
-*l*»4C<t*<-C$4. BNSAtts Bbataa<ar Peptides : 
Syntbeala-Strttctor g-pgnctlon. Proceeding of the Seventh 
Aoerican Peptide Sv Bf .«l ua Rlc&^S <&£) < tT - X $ * 

D»^*-riL» i98i) 97- iooh. aar/cHitecki 

TH<h-rechao1oiiv Route to Virus Vaccinal (#ffi2ft^ 
: 1986) "Hovel Agent for Coupling Synthetic 
P.eptldea to Carriera and Ita Ippl icatloo. " £ $ HT 
H4. 

ft£-c«t»fc** xx?-A/©fimW£/a*#*>«tr»T**# 



8. <* £ U < tt 6 - 8 ©pHCfeHTK^f 4. 

**v©*:«k Sffl&tf fia#ft©j££tt&#ttTtt;/ 1 u^ i& 
QX ttrt*A/tfltWS# £ $S f8f4©&f4S5i89#— IS $ *i 4 T 

a £-5. $a©fctf>£-fyfcr>ff?#jii£*i4ti$£* nn&fiL 

* t>fc &rB©*£!33m*i=»ft?Ufcge£«£$S3*&fl 
4T&*-i. c ©fl£#c tttt^JCck ,x V h -n>o? 
t + y * -A<^ac* *t4T& * ^ . sifcglflHfc* 

Ui64C i^Tft 4 # 

Kfc^Tipeaa^r *fc»ciaaTf &>). s?^©>?-f rtt 
ses©^ r^tt^-r*, {Witf, iL-2isffittffi*© 



&c;ttBSi4Kaosstt©ia^©fcii>c®s : c&*. 

fiK£*^T, aS8$fty y**-f y -Sttft^hfcV y'reflf 
£-»tCs S23£ LT^SS+l** + U + -4iTja4t4 C 
iA^TS. C©^^y y^«!ttl3ll5tft4b I L - 2 
£££»4*nfct&£MlS££i&r 4. C ©^ffitt. S.Bos- 
enbari^s Wew England Jonrnol of Hedlelnn f19RB^.y^t 
H85-U92CA 9 + ^^82I3£StlTV^4. 

KSS-c**. i f n - p tt/,<& *>©»&*;£■$-#£©&«: 

^-f/ ^^^A^^t'fiS^^©'*^ ^xtt«S^^«H4. 

y«a©©r£diSici?i^&n4. 

SOftfiS. ffl©©^Rtf-t©fiH. * y ?-©^^ 7'&offi*. 
^S©-f r**>y©ttS. tf *©S!a;ffiBU .S^f. 
4fttfCS^©JS£EK:tt#r4TS>6^, IL-2Rc;iPN 
- & ©iSI:4S&Offfiffl^ffittigmKW^liS5m©5SS{a«:x 
RS©fflS, I L - 2 Xtt I F N - fi ©fcSt* .fi^^ 
^©3»ECft^r4Tib6-5. ^AMf. «4(§©$nfcl L 

-2se5?a:; S4a-^esa©te*«:^ftincK4Sjai»fiaw 




7 tttf.tfttiraf*?py 
©*4 r&tf#u v-©*m x*g*. * :iic«toTx 

«fc oTSlHt* C $ * . 

w t 

P E GflS**lfc-f -7 * o y- 2 <IL-2)©t88l 
A. P E G - x*f-/i*©tB8l 

fflcwcA?«iffia^y > f eg -sooo^ar l'oor 

»*££C«**K XttAbucboMski^E „ Cancer Biocheo. Bio- 
psy*. . 175-186(1984) © t BIB © tC <fc 5 . # 

H^Ci^T^i. if* PEC-^^^UMt> Abucb- 

if > 9 o /UjKi; 4 5 K ©#&T"C N - t K n + *> 

fc>U JK&peg* 
EJtSKOTs ^TKa^^^t^y / f rt'P EG - 5000 
U«K tt,T4f4PEG-**'>*-^N-tKo 




ttRDB62-50317r(8) 

f&©SffiK*r^T. *t,Ta<Et©£fcc<fc*> . n - t kd 

* ? C/ 1M 5 K©ft*> £HHS»*tt!ffl LTPEG*^#V 
BExx-r^-aBSfl*IS85bfc. d © x X -f- A*© fflS g&tie t- 
nasar JftJS* ffi tocki (? , JftfcK: SB® * *l T ^ * . 
P E G */t>#y&X*7-A,-HHSAttC©W&tf «$8©WCK 
&r*;fri£C£V>T©&ffc3ftfcPEG±LT{&jiiT*££ 

B. I L - 2 ^© p EG* ©f£6 
C&fflOiztt), #@#flr&4, 518.584 Rtf 4 ,530. 787 ClW IS) 

taiAdei-Monyl.aor, ,, I L - 2 025<ft© * 4 U 

/t/hU-'/DyaOflet-alaHJerHj J L - 2 V* ♦ 1 
*©»3Jf8t (838+ MJ P H 9 ; 0. 1 %S D S) *0. 5 

«r©£ ©«J83$ftfc I L - 2 fc^ 1 L- 2 %A*39 0 , 2.5. 
5 , 10 , 20 . SORtf 100* JU© P B G* ^Ot;^ttT^ < 
SaSSLfcjJcttP E G* *®j&DUfc. + C© 
f9fflt*3&<2 3r) CT 3 0 #RSU3#Lfc. *K£iS£fe 
**77 7 , y^C-2S*7A) 7 r ;i> v £/7 
<S*?S8^&I L — 2 JfcCF F E G — -I L-2 Lfc. 



®K+MJ>fri. (p89) *LT26a*&SD 

s©«<fcA,±r*&3cr4*:»ct>S:fcTfc. n£A,£o&i& 

ttO I L - 2&t;s DStt, i8£flc-f * y&jh8JBfi {tr> - 
7 F AG1IA8) CK^S^«J*»fiDr« :tCI;^(>Sll*L 
. PEGflSIL-2U-y7*7l'tf 1 ©8£&SDS©U*</H** 

B. SokoloffRC^B.FrlBon. An a 1 . B 1 ochea . . 118 .138-141 

I98D vz**}fcm*titz7i> n s?y-* wys>tt&K«fc$iR9 

C. {&fi&$ftfc I L - 2 ©*&Si 

"7i^-5 -PH) tmuZ. P B Cit I L - 

2*#fc. «d>^ *s*ffl^*sta«;r5 c;xy ^ c»?wa 

tt 5 OdB'J MJdi. (pH 7 ) 4> 1. 7 M <NH4),S04r * 

4 i I 5#fHI-C 100- 0«©A) fcU PECflSIL-2t5fe 
«j» I L - 2 ©&tttt#SB*fcfc »S9B -n© 1 OH 

PEOft! L - 2 ©SiR&tf#E8*!5mKia$$tLfc. Sfr© 
T 'J 3 - Y*. GllMs.S. J.Iwpurtol. 1^. 2027- 
2032a978)C-jacfira*ftTi>4#&C<fc >) . I L-2© 

« g 

PBCftl L-2 ©<fcffcWtt 
A, ©*©PEG* Wl L-2 ©*/Hfc£-ffl^ ASlfc^ib© 
«EE&$nfc I L-2&tf$J©*4;r©<$fcfttt 
I L - 2 * ^ S >) 0 . 10 . 20 . SOX tt 100*^©PEG* 



*^tr^ MX. A. Cte?St,fc££*£©£ai8j© S0S- 
P AG E (HK) tts PEC* iIL-2 © * ^Ifc© mm £ £ 

c<aF»©fg&*<ft3jDr * c » i atc^r^c. 

h> -^-^4 + 10PBOVIL-Hyr 
fl'^ Rtf 2 0 PEGVI L - ZWTfrXt* ^S©3fel6EJEtl 
I L - 2 ©ti^Cft 2 SkdC^^lt^^-e^^'f *9Jk$fc 1 
Sl*wl/fc« 5 0PEGVI L-2&1; 100 PEG*/ 
I L- 2C*?^Ttts fff^^fl^^K:. g&HPEG&Sn 

I L - 2 tt#£Ltt*.,/t. 

TSK- 250 fcT* - 5 F ! 25x 0.4 P B S 4 1 ) 

IT.OPEG - I L - 2i8i£ffl?-f XStl^a:. P E G * jtt 
I L - 2©ifc^©i9fiDCfli^(&S&^t0fin-f 4i^-ift©K^ 

B. &$©@££©f£l@t£ LT©P EGft I L - 2 ©£$&?£& 
[L-2©%^3»)0,2.S,5> 10.20 , 50R^ 100% 
-fV© PEG" t^^fr 4 l t - 2 P E Gjfcgffi©g}te©^* 

*s x ac*t}»B«K^r. j; »3 ^ < ©t ^ / 

*Ctt-»T. I L - 2 ©*igtefttt»*C*8JlHUfc. 100PE 

C*/ 1 L-2 ©%/HfcT^*>n*:KlSCis^T. 

fc I L - 2 ^flt«3©lfcStttt*ilS«5 I L - 2 ©*n©^ 1 0 



— 8- 




ttttOSOCOMtti LX© P E Oft I L-2©£fefg|$ 



^JniX. vtltz PBC-i (8BMP«t*a- y f / 

A^/uo^e;u * I L - 2 ) * 

1. 0 PE6*/U- 2 7.36 *4,83x 10* 



1. 


0 




2 


7.36 *4,83x 10* 


2, 


2.5 


PE6-/IL - 


2 


9.20±3.45x 10* 


3. 


S 


PEC*/U- 


2 


11.50±2.30xi0* 


4. 


10 


PEG'/li,- 


2 


10. 35 ± 4. 37xi0* 


5. 


20 


PEG*/ri- 


2 


7.82±2.76xi0* 


6. 


50 


PEC*/ IL - 


2 


3.4S±2. 30x10* 


7. 


100 


PEG'/IL- 


2 


0.6940.23X 10* 



C. £ftf* I L-2£fc1&LfcPECft! L-2 ©iSA?!* 

f?^^C-ZS;n?).f57^-(Oa» PBCftr L- 
2 ©pB* 6. 5 - 7 KteT* « S D S * X © *«Ftt 

IL-2ltpB5~7H*?^Xtfc»Lfc. Sllt<t>®PECV 
r L - 2 ©*£O^X(E#*itCfcHXfT fen A: KJfi5 * & © 
tt!*JS*t r fc i l - 2 tt, AGlinaiBJKXW:e'*yn>-'7*^ 
(BPLC) ?D7^5 7 ,-t:J;H©ai»*Sn#4*l| 
»0> I L - 2 i« < fcA>©S*) t,Tl>fc. P E 

CVIL-2 ©*#*&* 6 ©fcttStlfc I L - 2 ©»K 




ttfina 62-503171 (0) 

0 (50.000rp«,SH80o ~9 StiCTl 2 t*M) Lfc. 
J:f|l*tt*> HSU. * L*XIB , J8L*fc. SDS-PAGEC,*; 4»aa 
tfl«fOW*®7'j3- »•©## tt. I L - 2 

f6»;fr±it*« PECftlL-2 ***** 4 C bimL 
ft. S DSXtttt<OffiftJH©^#*T + t4p0©*tt***T 
©PBGft I L - 2 &0£tt8H L- 2 fl)«J»at©RftttJI 
ttH2 0OTAJt^4^y <B«»l«tt-P«ckard 8450A X -< 9 V 

flKStlfc P BCft I L - 2 (BPLC-7*~**$2>©tt) 
(** tftflXttftttfl**«*^*tt«««*K:pl7 C*HX 

tt**l*MIW <*J>* < £ 6 5*^181) U:fcfc*>f*tt©**X 

fftpBKfc^X "Ti*ttX*-»fc P EC ft I L-2tts 0. 1 H 
©SO S©ffffiTT©*fcf»© I L - 2 &-JtttlX*0JtiS 



tDCfgjDUrt: PEC* 
©* vi> 


Jfc « ft 


0 


7.36x10* 


1 0 


12.88x10* 


2 0 


8.51x10* 



10PECVI L-2 &C/20P ECVI L - 2 © V Xg 



It ****-B& ; 4t@^l^»i4.518.584 Kfctt* 

ftX^ft) . RtfL AKffite C9 V-fcttft**- 
Stt i Gri.. *». J.6>p.lUd.. iHL, l823-41(1982)Cia« 

*nx^*) i L-2©*n<5>£ir*i-T*->fc. * 

«t*IL-2CWLT2 0miSfC©aa»PEC (4K^^J. 
y) ©ifitattN KXttL A K«ttC#»*4*.JX*.,fc. 
D. pH©Mfti: LTOPEGftl L-2 ©3c£tt 

I L - 2(»%»94 5 0 */t>© P EG" *m^ftttttf2l& 
*>&«)PBCfl;lL-2*> ©pBX, SiftCT 3 1*614 
'/H»-<-H, *t/TH"C 1 4 W S0S-PACEC <fc *) I L 
-2#»;-<r*K*6©7$ Ktft* P E G©9D7k&A?£"2l' 
XWJE^fc. PECftl L-2t % ClKOf <j? /u* o» 
«*£frrft 1 OHT-t^M^ CpK2.5) *C 3 telCMft 
*LT$€»CpB7. 5 , I 0, RtM I CX-f V* * -< 

- V L,fc. 7 VttpHttpBS ©5Btttt«a7f6t£>U08*g»Q 
fftCtCJ;*)iiA*Kfc. c *i€»©fcf*TXpH I I J^DIS 

**pBcfcnxJtni*##©i£tatt» t>titt*^h. t,fr itt* 

pRl lH*t'TPBC(tl L - 2 ttllO*^»CffliSttX 
(20~2$r> HX3t»|BJU:fcfc»JPBGftl L 

- 2#fc£X*ft ±lA$n*tts «0©*ttTXff *5*ift 

»p-HPLcia»*#D i l - 2 ea«^s«e«t4« 1986*2 

J111HC**. fcilfc#GB4*tt]*i4. 569.790 (0|J^>MK^ 

Jflxabft, 



E. -r4*e*t<T**» ! L- 2 tJfcttL* P BCft 
I L - 2©&a«trjffi 

1. t»«A«4 

*ttt> I L-2 atf PEG ft I L-2©2 tt»©WK«9© 
KaifiJSf--^*. ^It3 6l£©^$*tC*fHX*-9''frXC 
D5W (*+5Hf*^o^) *l2.5«©»BK©»J(i 

rtHt4©»K:»fc, £W©fc&icfcfflCfc*y:r*ci00tf# 



v •? & 



I L - 2 ffft 
(BBHP«*3L^ y h / 
*!L- 2 ) 



A. *«E»rL-2 (B V HP-263) S. 98 ± 0.46 x 10' 



B. PECftlL- 2 (10* /UPEC'/ 
1 2©KiS^^) 

C. PEGftIL- 2 (50* JUPEC*/ 
1 * n>IL- 2 ©R(5^ €.) 



12.1914.14x10* 
4.37±0.23xl0* 



I L-2^vr^ (BRtfC) CttSDStti6/^^, 

1 2K©ttftBilb/CT')^©3»©*^* XC. 3«» 
©* V^iU© I -3*«©»J»(CttWU, *UX1.5^pjlBC 




&c3t*aLfc. nam cjitj-r <'cmis*i0 

r L-2RtfPEG<fcI L - 2 * y r/u© 2 "3©JBS3ife©SJ 
fg3EI*>&©* ! L - 2 ©&&©«■#©#& 
AS (5 0*&$)«S14) tt*©ifl>> 







T fu 




t 1 / 2 


A.. 


fcffcfclL- 


2 




2# 


B . 




2 (10PBG*/IL- 


2) 


1 0# 


C 


PBGftlL- 


2 (50PBC*/IL- 


2) 


3 5 9t 



tKt>-&* 10PECVU-2tffl^41L-2(OPE 

tt*$3Sl4i8iJB© 5te©g£*&fc S>L. *UT50PBG* 
/IL-2 *B ffiSSl^WEJffiO — J3iJ0e*|tt ITilO 

&fefJi& IL-2* PEGffcl L - 2 (1 0*^PBCV 
*;H L - 2 QEL&frb) . Rtf P E Gffc I L - 2 (50* 

rs*) 1 2E<D'7'>*K:Gii!6fc&JBLfcJB£. IL-2©t£ 




?$t*B36e-503171 do) 









II - 


2 

CM) 


A . 


fc&t&IL- 2 






57 


B . 


PBG<gEt&U- 


2 U0PBC*/IL- 


2) 


72 


C . 




2 (50PEG-/IL- 


2) 


too 



Cai&Ofc&ti* PEG* C<k *i$t&©Sr2C<l;4 IL-2 
£&fSfc©EiR0Kffl$ttttfcJra£;KL,, IL-2©*;w3 
f) 5 O^^OPEC* ©4&E& U -<;i/K*ft>*T lOOHOHiRA* 

&®**12.5«r©SaH* 4 BE©79^K&Tlft4l//t 
&Z$c®t& I L-2&tfPECjtI L-2 ©&SQ&fl£ftf- 

VTn> (US© 10Q/rf#/U*) IL-2, PEGfll 

IL-2 (20 J E/l'PEGV?^IL-2 6 CD) * 

RtfPEGft!L-2 (50*APBGV«^IL-2R 
£*&©) *£fjTLfc, 3 ©8f "<T©* x^tt 0.125*3 

/oi-c*^fc. jfcfitt I L-2tyr;nJ, *f£pH©*t£*8 
O* o^Ac*rv^T, ioo*e©T y 7'/i"fclK&&,fc *> ^/v 

4 5^R3©f$* rt Ttt3 * ^7'/u©-e*l'F*itcotvr 



i'r^S *) 2~5EOt^xtffl^fc, SWISH. 
©&T&& ©&©£«!£& I L-2RtfPBG^l L - 2 ©21 
SQ&flH***. Tcsttac, I L - 2 fcft© 

*©*«&r% P BGffc I L - 2 ©* V 75 ^aiSEtttfS 







y -r a* 




mm 


fc©& 


A. 








a 5 




B . 


PEG <fc I L 


- 2 (20PBG*/IL- 


2) 


7.0 




C. 


PECfcIL 


- 2 (50PEG*/IL- 


2) 


1 7.5 





F. P BGfc I L - 2&ff*tttt 1 L- 2 

Afftts t!ilfc©ffii&#fl£*&©^ 5fefcfi&©v ^^77^ 
I- a yftOdes-alaoyl.aentt IL-2 { o v P LP 

304)*&atS*l.fc5tf v f-Tfc-»fc. Bgm* ±it2©t8CL 
T2 0 <&©&)© P EG* tH^TP? MP 304*&8S3l,fc 
P EC/ I L - 2 fc&SfSiirt:? y P T^^fc. C#tt* 
5 OffiiSPlOPEG* *ffl^T^tt*UP 304*fcff8S3LP E 
G/I L-2tteW$^^ y ^-C&^fc. #1 L - 2 IB 

S^ttteN©fiiiG&@*THifctfc. 

fiSfti* - 5* 7 V s> K («cQ^2.5kj) ©*K 

fiB&S*J 0. 5 of (1-2x1 0* aa* JO ©»3 



r*IL-2XttPBG{!:iL-2*2 #ttKfcHTtefflrt 

©^rafigPSCtHvT, 1"^<T©7^v h©^»©OJR 
Xtt3©*A©0frfl&*fc&IlM,fc« JtofS*S0-* L*. *U 
TS^^Tfllf&*^fc # Blvff©T <j3-h*lL-27vt 
^»4>i:S|&l£^^t^ *Lt«I, C. ©»&iQ«7y 
t-fa0/<O7vtUfc. JS5W^ttSt«t©i05ll&*© 
IL-2&I^PEGftIL-2 ©BSOftflSra 7 < -/H±-r 

±BE©ttM©ft 1 SSISiBCs t^TOH'v BT^r 
*I L-2XttPBGfcI L-2*ffl^T^2S";-X©fi5 

atd©tt9t©tft 3 iSKBC. t-tt©7tTv hCt$3t« 
?fe^» I L-2XttPBG{fc! L-2«-l-2xl 0 4 

t/TSH i LZ*A> h 7 x ^ U V i? T 5 ^*ELISA 7 

7*-fc*^ stjnisnnTiiLfi? <-hge©rc£LTf&fcn*:> 

it A ■ hV-^tt^^&n«# 

»; ^f- U V&tf * 9 tiA'OiOO^ 7*©BLISA 7*U - h 

IL-2 (LP 304) , PEG/1 L — 2 (20ffiigiJflPEG*) 
RtfPEG/IL-2 (50 «iS« PEG*) Tftofe. 0 
tt©tttf©& 5 iSfBia©ttattA©lQ>) 
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C*l&®7fc*v Hit ^Ts BL1SA C*l»T 10*~ 
10' ^©fS&Cfc^TE&tl* I L — 2 1*8 W I BMttt 

47^v FA^OZGEB (A3 Rtf A 4 ) fit* fc. 
i o • wr* -Cft^ I L - 2 $$8S* I g C**fbT^fc. ^ 
fcTvhA2tt*3r^C«^UK^OI gO*^l^tl>fc. 9 
tf» Ml tt©te© I L - 2 I gCtf l/T^fc. 

C*^C*-t!:tt^-,fc. t^T** BLISA7 y * 4 CfcHT 
1 0 » W&*TfcfcB£*v* I L - 2#8tt I g M**T LTt* 

PEC/I L-2*JBHTfi»U, EUte&tfi&fcti*:. 

G*#Utt3^*:. **-tT#. ftJ@l£LTPBG/lL-2 
fcffl^Tfffcnfc ELISA7 y -fe 4 Cfc C»T 1 0 • 188? «T& 
tB3*L4lL-2«£J3ttIg M*f infc. 

cn^oi^tt, P E 0/ I L - 2 #fltWC**iB£u:jft 
81*8*1 I g GE£A<{ftTL* ffc#5fc&tl> I L - 2 

C. Belb/c ■> A Cfc V* 4»ethA tffll^PECflil L- 
2 ©$&&©&» 

C » U T iltttz ®&W) T % -i fc. 

&6E©Balb/e v^^Otn-PntC * * - V • V v * 



?5§5H362-503H71(11) 

yy/fr^UiSxlO 1 ©^^37^-fey-A (Hatlrn. 
cbo Ibd tbeoe- A) (Hetbfl) "7 <5 X ftlQ * * 5 4 y*Balb/c 

stLfc. ^^xtHtsKtiESto^B. 4-«&eH«JB«>ii&s cs 

- 100») 3 #C#ttfc. fcc % 

£JBlll£ft£#Lfc. ASCttflJltj/rfOPEG 
^5000) t#tt40.5«i<DPBSt^A/:, BftfCttl* 
K©$ i'j&tt + !L-2C*fUT2Q ffi^lO PEG* fcffi 
l»Tllf&nfc3w8>PECVl L-2 **flm$8 
*& i& 0. 5 o!*4*fc. cg*Ctt 1 0 *ftffl + ffi8S©>fe 

^f£4ia>^*<T'7-f/l'h U — •> o y^<D3M0dB8-ali,,]eri.ii 
I L - 2*£?rr**fi*fcftQi&t&**;i.fc. 
3#C 7 BfiHCfcfc SfcHfeflLfc. *HBC7noa 

e*8Gi5£u, *UT-etie>©ia0©ftffi*sa£i/fc<, 

PBGtfffl 26.0< 
P EC V I L - 2 21. If 

I L - 2 23.6a 

° B 6 B 8 H 98 

H&ftta K2»*iq aa&fcia sa*s#m 

(on J ) (im 3 > (to 3 ) (on J ) 

A # (PEGgflft 138±48 3253±919 5597 ± 1877 7333 ±1403 

B#(PBG/IL-2) 129 ±42 424 ± 129 341 ± 218 353 ± 148 
Cg¥(IL-2) 130 ±63 2523 ±808 2034 ± 997 4405±U71 



a bbc*?htn E£$ftfci l - 2 c<fc»>&fi3tifc^ 
* Att6 4M0U0iQttR&«Kifc. t*L**<€»* 9B 

I L-2T&@atnfc*7*Xtt8BB&0=9 BSO^^Tt:^ 

#?£J 350©PBGCJ;4PBGfl:i L - 2 ©IBS! 
A. P EG-i7.y-^UCE)|^§3 

S 350© P BG©»tt*y>^^3ISiiA7-^*ft© 

7 * K »; y *■ ■ * * ft./i'ttgla&tt 1 0 g © *y > 
PEG350 * llOtCfllttLfe. Cti.CU.3f ©ft*3^0 
&( 7 * K 'J v*0 C©a^«5* 110rCT-S 

Kf?L-s * UT&cfcfiiLfc, -<ytf * tannic- *LT-< 

ft 6flfc P B G - 350 - * £ - K 2 g * 2 5 «*©£*> 
f-^*;bi»7 5 F, 3.531f©5>0 aa^*->;ua;t/>KiMS 
K\ atfW r Cffitat fctSC SSL ^ 6.914i ©HNSAt^ 

T&fflLfc* c©«a?&ci i ©x- fjvt«t* cffitoUTta; 

5!*ttra-fr'U»fc. ^8t 150ej©ffiia^«-* 1 «f©*ciiajU 
S <6 L * * U T f * y h t . ± Yl? * tK * -b 7 t r y 0 * 
G-2 5**ACjQffll^ *LTiQW^S^*'r-/uOH 



B . I L-Z^OPBG* ©££ 

C©W©fc»Cx ^@^8"FNi4. 518, 584 atfto4.572.798 
(ft&) C83£2* ttTt^ UZfl3a*tlfcde«-aU,»er,i. 

iL-2*Kii,fc, u o oi©m^*a (o. i urnm* ^ v ^ 

, PH 9 . 0.1HSDS) *0. 4ej©C©filg5$tlfc!L- 

2Cs 1 ^n^© i i, - 2 3 9 l 0 */i>© p e G* ©^en/ifcTv 
ft 6 < KSl$*Lte*ttP e c* tfralfc. +«-ca^Ufc&. 

C ©mffiSr 3 2tt:T 1 5^KB> IB*®* 5 ^WRff 2 0 
T4 0<rf©lm/irfc -KBi-*royScmi, *IT4 

C. PECitlL-2 ©4#©K»t 
£&B*60£ttftO SDS-PAGE (NX, SS) ^^tts 

fffl. C. Cj9^TB5S£t^fc I L~28HE5ittJfi/<-f*7y 
*-fi:J;*)Ot*t D-CKKLfci&-&* P EG -350 I L - 

D. -7* *C*?t>T£#f«J I L - 2 tltWLfc P E G ft I L 

-2©smB&& 

tts. e. c*^TUKLfc©i:pimc LT. Sl@Kjfl3^ 
*f©fc«». PEG-350 I L - 2 , atfjfefetfr I L - 2 * 




tx n a 



PBCft 1 L- 2( 


PEG- 350 IL- 


2) ©JSSQftflS 




PBKP&$:x 






&{&JE&IL- 2 


IL- 2 PEG 




176i 913 


OA ft AC 


1. 5 # 


O 1 i OO V/ 

46.3 


25* 035/ 
31.3 


8 # 


9602/ 
5.43 


3158/ 
3.94 


2 0 # 


4950/ 
2.80 


2772/ 
3.46 


4 5# 


1178/ 
0.67 


564/ 
0.70 


1 Kfifl 


212(2)-*/ 
0.12 


129/ 
0.16 




46(2)'V 
0.03 


0 


3 KM 


0 


0 



iS IV ^ 

#*S400 1000© P E C£ffll>4 P E Gifc I L - 2 © 
IBS 

^^2400 &r/iooo©*atts>fc Ko * s, PEC 

© I L - 2 8SJfc*, **l*n#S&P EG- 400 RffPE 
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G - 1000* Bt*TW IB SEEL* LtlB 

fig v 

fiiO.OOO , 2O.O0OJtCF35.00Oa) P B G C t£ 4 P E G{fc 
f L - 2 ©IB® 

#*&10,000©*Stt* ✓ > ^^Ste P B G © I L- 2&m 
a^* -/>M K85 P E C10.0Q0*#H*Cf« I .A. 
£828! l*H%miZ-mft£Vt->XW&Uiz. #^S20.000jR 
tf35.000Oi;t Ka*!/PEC(DIL - 2£Sft** 

P E G -20,000&tf PEC -35.000*jm*T. W I . A 

»ufcaRTtttt< aaK*t»T?8M<pTfii&*{fiffi'#-*) 

« VI 

PEG -5000*BJ^4 PBCftO^-7*ay-? 
< I F N - f ) ©SS85 

fS&lfc *ttfc P E G - x* r/votiSl. &tf fcaftttto 
4.518, 684 K*2I8t«**lT^4tft« 1 7 fft © > * 4 ^Stg* 
* V ySSCJ; oTE&jSi fcftT*>4BP-HPl,C?gg;**vfc 

& i f n - * <8ot,t ifn-^j ^©flirKffif4^*nfc 

PEC-lAf^Ojfi^t N U^OI FN-n*)0 ,10, 
20Xtt50*/t,© PEG - *£t/Elfcfc:#t*T. . A . R 
CM . B, C*t»TIL - 2 (COMTgESfcLfcffl 



I F N - $ ©#8ttt* 0. lXSDS$^t;5 OnNftK* Y U 
OJ> tpH5) 7 7 9 n -200 * 7 A^fflfr^*^? 
ft* n v h ^5 7 -f -*ffl^TjgjR1-4 £ S 4* S- 

200 fc©7 i) 3 - h H.E. Stewart, The Interferon 

Sy»te B \$prUaer Verla 8 .n-18H (1978) C «fc *> — ffittC 
&£SSftTH4$S§8&ttSfr& (aytopothle of feet : CPE) T v 

CPETvt'ftt, -f f*-?-roy*<* ft. 

fcan*4 4 ^* ©$&*&*&&&•*- 4 tt^&gcs^TSi 

881-4. CM ^*C**l,TA«JfimTr*4$aiaii*E# ft 

P E G -SOOOC^ ») &fc*4lfc P E G<fc I FN-00t$» 

A. fl^PBC **l F N- 0 */l*ifc©5;j&*t>©fBI&* 
flfclFK- 0£#$©<M XOftttttl* 
1#*©1FN-0!|>>O.1O, 20Xtt50#?© P EG* 
^^C'WVltCltSSKLfcSt&^^O^^ft© SDS-PACE <1 4 
ItSjcW) , I L - 2 ©$£©&£. PEG" M I FN 

+ <»5I2) tt. PEG* Jt}lFN-^(D 

^6 ^it©iOJtiDu:*-3 20,ooo©^^il-eiai < i f n - 0 
©E©i#'>*3*;r. 30-35.000©R^^^?-Qj£^1*4?Bttt 



1 ©jtfgfiftSHfc 3 r^TO^^-lt (1 0PBCV 
I F N - 0 * 20PECV!FN-^a^50PBGV 
I FN-^J ©PEGf|Efi&©^tC^?£Lfc. *-t^<-Jai5 

ot^ofie^Kfc i f n - ^ 8i*iur s-EKa^Qaffl© 
igja^i^?©i fn-^s*)5 0*^©pec* -cfT^n 

B. fclSKl! FN-^tCitCaUfcPEG{b! PN-^4% 

l*JUO\ FN-ni3 0 . 10 . 20Xtt50*n/© P B G* 
*#*T*4 P E G^tSlSO S -200 #J»©©#*{WlII£lfi& 

3 filSir-cT©ffiFfi&KlS^'5,^^JiyS: PECftlFN-^O 

^ftsttiiEiniac^rtaK^ftfttj 1 f n - ^ eEfaufc. 

CPBTvt -f *C«fc *)S!lT£UA:^^©*fetfil 
1 PN-^Rtf PBCftl PM-^ ©4%i®tt 



I P N - fi 

© * /K& 


LfcPEG # 


&$3£& 




0 


2. 2 ± 0. 6 xl0 T 


1 


0 


2. 2 ± 1. 6 x W 


2 


0 


2. 0 ± 0. 1 x 10' 


5 


0 


4. 1 ± 0. 8 x 10' 
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C, I P N - 0 KjfcC& t,fc P E Gft I F N - 0 ©t$fi? 

f&fi&KfcRtf S - 200 S#©&\ PEGfliI F N - *&Cf 
I P N - ^©r^T^^H^npfl? CffiSLv {H f C 

57^-4ffl^TSDStBt4Lfc. 200-650no ©^&X 
*tyC«k*)^$n*tfiCPECjt! F N - 0 » i@%t^ (3 «S 
5feAiEffi I F N - 0 ttpB7 Cfc^Tfg&fr&ttiSB 
Lfc (©7 0) . |E»$<lfcIFN-fl RtfSfelSttl I P N - 
0©ffi#ttpH9 £fet>T «[i8ttT&ort:. K&sftfct^T 

© P B Gft I PN-H y7';bCO^Tp|^<0l|Sa^t»n 

D. £fct& I PN-Klt(8LfcPEGft I F N©SSSQ&fiS 
PEGftl F N - 0 *Jfl^fc*B£5fe<&K> I FN-KWL 

p e eft v * yAona&tfwiftftit 

A . P E Cft V * V Afflomsa 

fc. y ^-e?wj -^-/y f y a*> $©n -^rasis 
^tai^cfiSWffii^^r^ rt0A**fc»£'J ^y a 



Ksnfcro* - * - ©woo* fc-efts*if *fttt**iL 

* C A o T y * y A©&&*KSJ * t,T&ffc9J©i?r 
#£SmSft*(>©£LT28#e4sV*Ttoe>*,TV>4£$ 

&&©&*©'; > vk (BaXtttfe©tti£«(>*&-a#Jgti*ft 
fcfc©) ©iSfiS&Uts f &&S&£ft&©100.000xt K T 

C tt*J_b*&C S 4 * ©ft A K <fc *> U . 

^ftt2af©i©^Jf8tta ->VA (9.0ttj/n«) 2*1© 
Cfftttt * -> a**7* y -/ufcifD*. (0.1KK) *UT 

§81 C T — ?3£ *< i/t*^ - Y "$~ & Z. b & % jSHTil' • 2 o£ 
©315£*Kfc'J f^A*, 0.10M NoPO. (pH8> 0) T^&jft 
J*lfcG-ZS*^ 177^^7) C&HiLs tfcCO. 5 
m ©8«B8i£.fc *J * y "/^Sffi^Q* 2. 5 pit Lfc, &© 
3.0Di©tsm*a <©8rffi*iSfflUfc> *JRSSftfcy i/'/A 

i. o n*©fift&$*i.fc *> y a (^6e?) *i.5»*©**p 
7i-^*-ri:Hfc. c © y f y a c * ft i . a. c 

2000© N - bFDtfH'/yU FiA?* (ffittft * *l 



?5?IHg 62-503171 (13) 
4tfc y * y a E^tt*jf8tt©$afciSSi£S5S* 

pRT 3(1986*1 3 H 7 B C 9ft * Jlfc ftTCC^ fcHi63, 027) * 
PRT17 (1986^ 3 % 7 B C SS£ $ ft fcATCCSSfi to67. 026) * & 
£fpRT32<1986$ 3^7 0 C $ ft £ ATCC3F$6fo67» 025) * 

^ -XttiH^©R^0*iCtAUfc. 
C **fi£tsa<D£ Sterna a - K*HfcISftga®0iJ 
fcft*** fcLfc. aro-em * ft* ffTSSfc* M/T'^y 
C«fc*>BS8f*L©* £ C CffiOirA^CraSafr© Affil^&CF 

pboAa313RC**HT* #2U8#B;. V S'V A a - KEJO© 

^ <y i/^A 3- KEyijttAToa K y c «fc $ fflte£ft*) 

©3 - Fentt%&tteBB7n«-*-«0J*.T»««:»*Altf 
ttfc*\ Cfttt'J -^-e"r-CC»^OT^4phoA7'n*- 

d€»tc^ B . ( b. thu- 

rintlcnaii ) © ttfl g 6 S t KiS^* & IE © W K a U ^ * U - 
^ -E?«T*>*IE© UI-dU+'jlU-^ -E?(I©^?9tC-t 0 

SCS^Ls ZQm±*. i8K$nfc^£©?B±©^!6e®^ 



/SPEC) 4. 5 cr*jll^^:. 4. 5c,y©ffifSft$nfcPECtt 
»ji/yAtc«Uri l(Si8^Q©@ttft*HA:PBG*©5Sc 

ei4ft$nfc pec*., *^*^ca^r*:ic*Dv 
•>yA»fficmffiEUfc. e* ©^*ci?^T, 5&a*-fe© 

lOOirffflT V 3 - h tftO^ttC J; $ G-2 5*7l±TfK 
ffi LT?feRa5©S51tft PEG*|JSE*U*L-CP E GftRfc* 

200^©PEG/y £/yA*iafflt^ 
2. 4 □/© 0.10M NaPO* ( P H8. 0) ^iQ^L. 
1. 1 oe© 0.10M HaPO* ( P B8. 0 ) 

S^Ufcl^.^tt. 10^- % 20^-s 304^ 45#s 11^ 

p EGft©sse*i3ti£r*fe©«: i s k « Ayiu*«tufc. 

«©I&A. P E GftttfitfKMf *?n* LTS^tt&iae^r 

PBGfty->yA©Sr* y r;u*stfr^©JS^©fc!&cK 
83 Lfc, K*i4 0 «i©J:E© y y A l«©^-^fl/»r 
H^;-n/ti^t*Ji|l 0 Bl©TrlsffiSSfa (pR8. 5 ) t 
i££Lfc. C 5 olCtQ^L. *LT2*<DG-2 Sj6 

7 i±EDTAfflffi*a*TKS UT 6.37o^©fi!r»aiJ$*mfc. 
PBG (^2000) ©N-fcKn + .>*£.>y-f$Kxx*;v 

•&8t24.6cj* y i/ y Acmi. lt c ©s^fe**i-c 



-13- 



PBCjf) fyA*3#©G-2 5* ^ ^.hTBft&U 9.70 
on <fc)0.05X> e&fl&brt:, PECft*j£/yAS^S5*4r 
£(lt5 0 «© P B G<fcy > yAta^©*^^fflZorb a3 r 6P 

-250 *<fX#f3*9.M f*#V> i «!✓#©!&&?* 

5 ObB (KfU).SO,. 5 OaM KoPH* (pH 6. 5 ) ®©$8ffi*ffl^ 
£&##©© 5 *IM0-©13.5K 5 -y^&ge .fc #> ftJEL 

LT*e280no ©fc#** c iCj; SZorbax CP 

-250 * ^-^©RPICK**) tQSLfc. &K1t©®*M5~ 
23* PEGflS'J i/yAtlT7'-fl't,fc. 

PECft'j *y A ©#*£!*. 8&B3©*0Si3rtt£& 
&*-4&f*T?HPLC£*?^T#*atB!*l (tf*-* K> 

*) 5/y#fo2 2 K (1 Qfc) , 44K (2 Sfc) . Rtf 5 9 

B . PBCft'J ^VAO^^#lt 

Zorbax GP-250 TiHSlfc 2cj©PEGflsyi/yAA>t> 
© 7 M 3 - Hfc * rD^./Di; (Proneoa Brotec) S3 
©+v Kffi^ts 81t*ffc]klit7 * * << (gS&R) 



»RIH62-503171 ( 14 ) 

<8#*0> > 3 4 (2fl») s 4 0 . 
*©ifet&fflP EGjt «; i/VA/jfelSlII'l fVAl^feTr*, 

^^A©*n«:ejfiTr*®&*^rc **^t,fc. 2s#& 

tf£E«si5£tt 5 0 KK*?tt*K&$a*& (ID50) ©±g{Z 



**» 


lDS0(ns/nf) 


1050(H) 


y *> v a 


0.16 


5.2X10*' 1 




158.5 


5.2X10-' 


2fifc 


5011. 9 






3.16 


103,6x10-'* 



tKhts y ->y*p EGfcL,TO£2fc©**£i**tiiu 
* L T *g £ % * & £ & # * $ $ * * # S 4 J; -J ? 4 . 
P E Gft©8S?tt©flJ,SH:S&i4ftfc. PEG 

ffcy f y a © 2 0cs/«f^©tat8©3ifittPEGffc;$*iTt> 

> y a zm^x 
c. iftfc^©p EGfty fyA©&£ 

520C9 <t&t J 9 b -*rt<£ft#ttl985* 1 M 8 H 

y^tT/Us M D£toHB8696£ ItSKSnTl^. C ©St* 



tSfflCt 5, 5 (2-.=.* QSHtgt) 

2. 5 © I t4A4 ©£ + #£ ?MU?*7V 

( I T) fcanAfc. 

&8t 166** © 7" n tfu^'j 3 - ju& 0.84 erf© I T-tSSJ 
ftfblftftKlSn^fc. 2.32n£©ige© P E cm «; C/ V A©*»II 
*T86EJE£*fflfc<.fc. «^«fe*Sa^T 2 *$R8-< y** 

tS^SJ&a^«5*H 2orbax-CP-250 f^X^S 
SB) HFLC* ?i*GiSfl! 0.15M tfaPO*. (pB 8. 0 > ©T^iBffi 
ffi££fflV*fc. * *i>*6©*flg3a:*tfc$feffi&£#©6St 
7 8 K©EifcA<ft fcfifc. 

d. m6#©tti&wtt 

1. 'M/-AfflR7v^ 

c ©*■* - -firhy y 3 - h Jtgi* ©$$^3 * ^ P 7 

A/ V ^ £/ r/© 100fll©7 ya-hts n*y l-mtti&iJfiL*$ 

«RNA6A*©fc»©fft©g£±&c.f y + *-c- Ufc, 
'J #y--t.fiflW©H5?pjJt^* ? / ( c^Tv &tf»,T77t-l 

■/r^ttifPEcfliu/Mj/y, yfVACu&tfPE 



ID50 ( U ->yA 

W « tf W ttcg{ m^) 

y *> y Ad 5.9 x 10-" 

P BOft'J i^yAffl 52.0X10"" 

y->yAtat 520C9i©s^«t" eo-Bxio-'* 

^hSL^lZlb** 141.0X10-" 
520C9^©fg^* 

C©7 y *<fW:v P EGftS^#&^3f P EG<t»^»© 
1050^**1^15.85 atf7.94n«/B<Ta>* i -C 
©7 y * -f ©WlStt^ct-t ±100 K J; >> A < ^ 
#©Jfi£liMUT*>4. y f y A JH-s©tS«E©*fflMJnitt3^ 
ig^y ^ y Acifc-<TiD50*^/Ht-u«i tttt> 
p b G<fcttm*©^ftnPJ±tc y ->y AStt*^L/i^. 
h4">y©*©PEC^*ctt^< «f i.y i- + '>y«)PEOfl: 
*< s a * a a r * i ^ & $ *v « . 

2. ot'#aissfift7 y t^ 

1 «f©t8i&4i40Q0flg©Slffi$BK (^S^A? "TlJBttHr^? 
^ ySKB83 ^fe> *s 1 *v f©8Df^^X/<^ 7^CtBJl. 

C lOOffi /«!©>> ->iftL^7 ^7" 5 y (BSA) t^tt** * V 
yK«fiffi<tfi^«t <PBS)40*ta*fc. 3 7-CCX2 2 

STtfciM,. *LT> y^^^ri&i&c"s 
yfcffitoLfc *> ©*J!lD^/t. A-fT^ta 7 tCT2 1$^$ 
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at OS y*^f 1 0 HO Y V 0 o DftK 2 of tc <k 

(tcid5 o«) «u^r»^^oti»]@ae&^ut^§^L 





ICJ050K 




Cn») 


# P E G it 


0.216 


PEGft 


< 0.422 



cor ?*<<etta6£fcfe±ioo *> < * 

*^T**i&cpj#0TcrDffittM-?&4. $8K^tl©K^ 

fc&EtPBtt 'J C'i'ASlJgtt^t/OTtt* < . ffiO^J 

m « 

jK *4 ->i^H^ -t o -/i* (poo 
nfc i l - 2©iaa&Dt^»^^ 

A. i££P O C- I L - 2 

#^25000© # '/ it 4- > x fjuilf »; -fe o - /t, (POG) 
tt*HUy->^ (PoJysciences) K «fc *> tt(3j£ # 2 *l 
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CAaslcAl Absence*. voImim 101. n»« 15* B October 1914 
(Coleabaa, Ohio. US) A. Abucfeevtkl at U*l 
"CiMif th*r«Pt Mlcb ch«wlealLy aodif l*d 
•m]tmi, I, An tl tuner propartlas of poly«tbrl*aa 
tlyeal-uparaglaaaa eeaJugacaVi •«* p*f* 39 » 
abatract 132671c, k Cincar lleebra. Usphya. 
196*. 7(3), 171-66 

cttai in cIm application 

D. A. 0094110 fMICm CKTOOU. KX5ZAXCS K.lt.) 

11 January 1964, hi eh* clala* 
cleat ia aha applieatlan 

03, A, 44141*7 (A<H> XLUAK09 «c al.) I 

IMS, ■«• ClM (UUl M* «WpU ) 

el tad U tha application 
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ANNEX TO THE INTERNAT I OttkL SEARCH REPORT Olf 



OS. A, ilH3)T (P.P. OA VI | «c .1.) II Bae«*b«r 
«lt*d la th* application 



INTERNATIONAL APPLICATION KO. 



PCT/US 85/01352 (1A 1336ft) 



This Anaax lists tha patant fully ntnbsrs ralatlno/ to tha 
pit ant docunaats el tad In tha abova-»antlenad latarnitloaai 
search raport. Iha aanbars ara as contalnad in tha Curopaan 
Patant Of flea CD? flla oa 01/10/" W 

Th« turopaan Patant Of flea la la no way UabU for thss* 
particular • which sra «arsly flvaa for tha purpeaa of 
laf oruatl oa . 

!f!!2 t . docttm,nt *"t>lie«tion Patant family Pubiioatioi 

cltad la aaarch data 'os»bor<a) data 

report ' 

W-A- 01S431* 11/09/D5 WO-A- ■503*34 12/09/85 

*°~ A * «Q396» 12/09/83 

CP-A- 00»flllO 11/01/84 JP-A- 58225035* 27/12/13 

m ^ J *" A " 59059639 05/04/B4 

UB-A- 4414147 "~08/Il/o3 Wona — — 

Ufl -A- 4179337 16/12/79 KL-A- 7409770 23/03/75 

DE-A.C 2433682 05/02/76 

PR-A.B 3313939 07/01/77 

CB-A* 1469473 05/04/77 

CA-A- 1033673 37/06/78 

JP -A- SOO43087 1 6/04/7 5 

CH-A- 416941 30/04/00 

5E-A- 740*166 31/01/75 

BB-B- 441753 04/11/65 



hrer mora daealla about this «nnt« i 

ssa Official Journal of tha European Patant Of flea, No~12/e2 
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